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“Column E” Explanation lACUC j 

This form is intended as an aid to compieting the Column E explanation. It is not an official form and its 
use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as 
part of an explanation. A Column E explanation must be written so as to be understood by lay persons as 
well as scientists. 

1. Registration Number: 74-R-001 2 


2. Number of animals used in this study: 30 


3. Species (common name) of animals used in the study: ferret 


4. What is the purpose of this study? 

This is an influenza vaccine development study. The ferret is the most well 
established non-human infection model for the influenza virus (Smith and Sweet, 1988; 
Renegar et al., 1992). Like humans, ferrets produce antibodies to influenza virus, show 
a nasal cellular response to the virus, and exhibit a fever response when infected. Thus, 
the ferrets are used to perform infection (challenge) experiments to determine the 
protective effect of the vaccine. 

5. Describe what pain and/or distress occurred; and explain the procedure producing 
pain and/or distress: 

Only challenge experiments would potentially cause pain and/or distress to the 
animal. During the challenge experiments, animals will be checked daily. They may 
develop fever, body weight loss, and other symptoms. Animals will be euthanized 
promptly after becoming unable to move or eat, or meeting pre-defined end points which 
are running a fever at 40 °C or above on two consecutive days and/or a body weight loss 
by 15% or more. According to Karnofsky scale, a score of 2, 2, and 3 is expected in 
General Behavior/Appearance, Respiratory rate, and Weight loss, respectively. Other 
procedures, including bleeding and inoculations are all performed with anesthesia using 
isoflurane. 

6. Provide scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would interfere 

with test results: {For Federally mandated testing, see Item 6 below) 

The ferret is the most established non-human model for the influenza virus. The 
natural disease course has to be followed for the data to be meaningful during the 
challenge experiment. This is a recognized protocol as shown by K Ljungberg (Vaccine 
2002), JJ Donnelly (Vaccine 1997) and by the Centers for Disease and Prevention (LA 
Zitzow, 2002, J Vir). 
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The degree of protection is measured by assessing a clinical score using the Karnofsky 
scale. Medication will affect this score by reducing the perceived severity of infection. 

(For example, analgesics would affect the fever which is a direct measurement required 
for severity of infection.) This has a direct effect on the result of the study and would 
tend to make them non-interpretable. 

7. What, if any, federal regulations require this procedure? Cite the agency, the code of 
Federal Regulations (CFR) title number and the specific section number (e.g., APHIS 
9 CFR 113.102): 

The APHIS CFR does not list this procedure for inactivated influenza vaccines. 



Column E. Explanation 


This form is intended as an aid to completing the Column E explanation. It is not an official form 
and its use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, 
are not required as part of an explanation. A Column E explanation must be written so as to be 
understood by lay persons as well as scientists. 


1. Registration Number. <'4-R-0012 

2. Number 29 ^of animals used in this study. 

3. Species (common name) ferret of animals used in the study. 

4. Explain the procedure producing pain and/or distress. 

Only challenge experiments would potentially cause pain and/or distress to the 
animal. During the challenge experiments, animals will be checked daily. They may 
develop fever, body weight loss, and other symptoms. Animals will be euthanized 
promptly after becoming unable to move or eat. or meeting pre-defined end points which 
are running a fever at 40 °C or above on two consecutive days and/or a body weight loss 
by 15% or more. According to Karnofsky scale, a score of 2, 2, and 3 is expected in 
General Behavior/Appearance, Respiratory rate, and Weight loss, respectively. Other 
procedures, including bleeding and inoculations are all performed with anesthesia using 
isoflurane. 

5. Provide scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would interfere 
with test results. (For Federally mandated testing, see Hem 6 below) 

The ferret Is the most established non-human model for tiie influenza virus. The 
natural disease course has to be followed for the data to be meaningful during the 
challenge experiment. This is a recognized protocol as shown by K Ljungberg (Vaccine 
2002), JJ Donnelly (Vaccine 1997) and by the Centers for Disease and Prevention (LA^ 
Zitzow, 2002. J Vir). 

The degree of protection is measured by assessing a clinical score using the 
Karnofsky scale. Medication will affect this score by reducing the perceived severity of 
infection. (For example, analgesics would affect the fever which is a direct measurement 
required for severity of infection.) This has a direct effect on the result of the study and 
would lend to make them non-interpretabie. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code 
of Federal Regulations (CFR) title number and the specific section number (e g. 
APHIS, 9CFR 113.102) 

The APHIS CFR does not list this procedure for inactivated influenza vaccines. 
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Column E. Explanation 


This form is intended as an aid to compieting the Column E explanation. It is not an official form and its use is 
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number: 74-R-0012 


2. Number 10 of animals used in this study. 


3. Species (common name) Guinea Pigs of animals used in the study. 


4. Explain the procedure producing pain and/ or distress. 

Guinea pigs in this study were evaiuated for the sensitivity to a subiethal infection with 
viruient C. burnetii, and samples from these animals were used to test the effectiveness 
of new diagnostic tools at various times post infection. This study proposed to define the 
stage of infection for PCR use as well as the sensitivity and reliability of this diagnostic 
tool. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see Item 6 below) 

Intervention with analgesics were likely to alter the course of disease, and could 
potentially alter the times and doses at which samples would be correctly analyzed by 
PCR. Therefore, analgesics were inappropriate for these experiments. Animals were 
evaluated daily (weight, rectal temperature, thoracic auscultation), and a modified 
Karnofsky*s score was used to determine when humane euthanasia was necessary. 


6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102) 
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